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T AT RE o
RRT1.4 : 0.7%LLF
WEraEr | e o 0.1%UT HEA HiEA HiA HEA
&FF15%UTF
EEE 95.0 ~ 105.0% 100.3 101.3 100.9 101.7
* 3 [A D (%)
2D (25°C, 120 4 1x * hr'' 7' T o U540
e 16.8 /5 1x * hr|33.6 5 Ix * hr . .
ABRTE H Bk RIS (7 HE) (14 H B) 60 57 Ix * hr |120 /5 1x * hr
DD | i
EHONT-ZABO S 2 O
PRR [ERAD 7 4L ;E@W\ b7 L - - ke L
LA=T 4 7
ﬁ'i EREIES
RRT1.4: 0.7%LLTF 0.35 0.42 0.57
WEEEER [ 2 0 0.1%LL | HEsN HIFEN 0.15C8&41) | 0.170Rk40) | 0.27CH#& 1)
HEk 1.5%LLF 0.4 0.6 0.9
EEE? | 95.0 ~105.0% 100.3 — — 99.2 98.6

% 1.1000 1x, 50 HI[#
% 2.3 [1] D (%)

CIARERVRBRROREN

A L7g0

- thFl & DES XL (MEEFEL)

AR




9. BEHMEY

() BHEEHICE T H5ELMHE
BENZREFL Calglmg [T AV

[ 1% %6 5 3R 5 D AE W L RV ENERBR T A KT A VRO — L EIC DWW T RO & R R
72 5% O ETERF O AR RIS ERBR T A RT7 A4 1Ok 2442 A 29 H  HKAHRE
%0229 %5 10 ) IZHES &  BEX R X F 0 Ca i Img [ 7 A /b GRERBUA]) KOV E X
A B F v Ca b dmg 17 AV | (BEERIA) OF 2B O [R5 M2 30 L 7,

Bk HARZER G — kiRt W HatBRiL /S Kvik
ER S B R 0 900 mL i : 37+0.5°C
[l #i5 %% 50 [a]diz
pH1.2 AARSESR T i HEBREE 1)K
) pH3.0 | # 7= Mcllvaine fEFEK
W B R - —
pH6.8 AR R 2 )
K AASER ) ik
[EIEEE BRI HoE
”
'4",;:_J pH1.2
5 pH3.0 = 1] IND A SR NN
¥ 50 pH6.8 ARBRRLANE 15 3 ANIC T 85% LA BRI 3%,
7K

TFREDIEH IR L OB R L 0  HAIOBWHZENIRIEE CTH 5 & fE Sz,
K. AR (n=12 ; mean*S.D.)

50 [E]iiz[pH1.2]

50 [a]ii5[pH3.0]

LRI R F Caft Inal F AL ]

O-ERJIARTF Ca dfdne (7 AL

120 r 120 1
0ot o o 00
& L & L
i 80 i 80
% 80 E 60
% %
40 40
52 % F Caft Inmel 7 AL
20 r 20 r
O-E&1IXZF Ca Fidng [7 AL
0 4 ; 0
15 30 0
IR (5)

15 30
AR ()




50 [a]iiz[pH6.8]

50 [m]ifiz [k ]

SRR F L CafEIngl T AL

O-E&IR&RF Ca Edng [T AL

15
B (S

30

120

10

80 r

B0

40 ¢

20 1

O ERIIREF UCaitIngl T AL

ORI RTF Ca fEdne [F AL

15 30
B (%)

K 1 IEHZEEN BT 2 [R5 GUBRRA K OMEHERR O P PR H 3R 00 Hi)

RERSM I L (%)
o . HIE A R
R PIRECD Gmiw | owwms | WER | BORA | Re
J7E | (epm)
pH1.2 85%LL I 15 5y 98.2 95.3 e
/F\ pH3.0 85%24 I 15 4y 102.6 100.5 A
50
1%
§£— pH6.8 85% LA |k 15 %y 103.1 100.6 Bk
7K 85% LA |k 15 %y 103.3 100.7 Bkey
7< 2. TR ZEEh O [R1 M E (2 DOFEHEER)
50 rpm, pH1.2
HIE FRBR A by s e
: N o ) ) E
RER | PEEHER%) | e owhEo) | ()
97.2 1.9
93.9 -1.4
97.8 2.5
93.7 -1.6
94.4 -0.9
985 3.9 1 2 DS D
15 %> 95.3 . : +15%EMA DO 1TELLF e
93.7 -1.6 +25%EMZHHOD 1 08
95.6 0.3
94.2 -1.1
94.1 -1.2
97.6 2.3
93.3 -2.0




50 rpm, pH3.0

I E I LA 7= RN e
| Y |
B | ST | B oREEG) | () IR WiE
101.7 1.2
99.8 -0.7
103.5 3.0
100.7 0.2
99.5 1.0
100.8 0.3 fiEl 22 DF 73
15 %y 100.5 +15% %825 b0 1T WE
99.2 L3 £26%EMABHO : 0
101.0 0.5
100.3 -0.2
99.4 1.1
100.2 -0.3
99.7 -0.8
50 rpm, pH6.8
JIE Al LA 7= RN oyl e
| b ]
BEAL | SRR | Be owiEey) | (%) HIEEE WiE
99.0 -1.6
100.5 -0.1
100.2 -0.4
101.3 0.7
101.0 0.4
101.4 0.8 {8 22 DT i 23
15 %y 100.6 +15% %A 5 LD 1{ELT Biey
101.7 L1 £25%EMAHHO : 0
99.9 -0.7
102.0 1.4
99.4 1.2
99.9 -0.7
101.1 0.5
50 rpm. /K
HIE R LA 7= i -
| b |
WA | S aERe) | BeoutEc) | (%) W e
100.4 -0.3
101.5 0.8
102.8 2.1
101.7 1.0
100.9 0.2
100.3 0.4 8 = DE
15 %y 100.7 +15% %2 5H0 1T A
103.3 2.6 £25%ABAD O 1 0 fH
99.8 -0.9
101.3 0.6
97.6 -3.1
99.5 -1.2
99.7 -1.0




EHXRRZF v Cag2mg [T AV

[ IS D EM FRIRIENERR T A R T A U EO—HEIEIZ DWW T RO E EA 2
72 5 O ETERA O LY FORI GBI A R7 A4 (P 2442 A 29 B EAHE
% 0229 55 10 ) (IS & X NRAZF 2 Ca g 2mg [ 7 AL ) GRERIUA]) KOV Z R
A8 F o Ca B dmg [77 AL | (BEAERLHA) O 25 8h oD [R5 1 4 B L 72,

g i AAIKR S —RatBE I HRBRE < Pk

AR AR : 900 mL IR : 37+0.5C

M & % | 50 [

pH1.2 ARG BHREBRE 1K

pH3.0 | # 7= Mcllvaine #EFE

g - :
pH6.8 | AAIRS R 2 K
K AATERY K
[EIHREK iR HE

"

ig pH1.2

W] e pHa.0 BRBILAILE 15 SYRUAIT T 85% L LT 5
Es pH6.8 o 7 o

K

TREDVE H AR K OGBS R L 0 WA OEHZFENIRZETH 5 EHE ST,
. W AR (n=12 ; mean*S.D.)

50 [alfiz[pH1.2] 50 [A45[pH3.0]
120 120 ¢
100 5 100 o
B L B L
i 80 & 80
w0 | o |
% %
40 ¢ a0 b
S H AR F Cafingl 7 A O ERAEF CakEngl T AL
20 ¢ 0 |
O-E&INAEF Ca §idng T7 ALY R ARTF vCa Hidng (7 AL
0 4 ; ; i ; i ; 0 4 1
15 30 0 15 30
TEHERE () EHERE ()
50 [H]#x[pH6.8] 50 [H1HA[ K]
120 ¢ 190 ¢
100 9 00+ Q
& %
&t 80 ¢ &80 L
g B0 w80 f
40 40 b
228 F lafkine T AL ) -t Rri 2R F Catiing 7 AL
0t 20 |
O-ERIIARF Ca Bldne [T AL —O-E & ARF Ca Fdng (7 XL
0 ; 0 4 ; ;
0 18 30 0 18 30
R () BHBE )




K 1 IEHZEEN BT 2 [R5 GUBRRA K OMEHERR O P PR H 3R 0 Hi)

BN ES ) e (%)
. ., P R
o %flff KBl e PR | e | AR
pH1.2 85%LAL I 15 5y 98.2 99.1 e
/b\ pH3.0 85%L1 I 15 4y 102.6 101.9 A
50
1%
§£_ pH6.8 85%LL I 154y 103.1 102.5 STREy
7K 85% LAk 15 %y 103.3 102.9 Biey
£ 2. W HZEEY ORI EMEHE (f 2 OB HER)
50 rpm, pH1.2
E FRER LA = e 9 i
- o ) HL HE
Rial | SEEGEEIR(%) | B oz | (%)
103.3 4.2
99.7 0.6
99.9 0.8
98.0 -1.1
101.6 2.5
999 0.8 it % D =N
15 %y 99.1 . - +15% %2560 1T bl
97.9 “1.2 +25%EMAHHO 0
93.6 -5.5
101.1 2.0
98.9 -0.2
97.2 -1.9
97.9 -1.2
50 rpm, pH3.0
s ARBR AL 7 I .
. 1|7 H e H
B | HRIECS) | Be o) | (%) W *
102.3 0.4
101.9 0.0
98.6 -3.3
104.0 2.1
103.9 2.0
N il 2 DV 7S
101. 0.6
15 5% 101.9 013 +15% & B2 D50 1T A
102.7 0.8 +25% %2 Db : 01
102.0 0.1
100.0 -1.9
102.3 0.4
101.5 -0.4
101.9 0.0

16—




50 rpm, pHG6.8

HIE I LA 7= RN .
| Y |
B | ST | B oREEG) | () IR WiE
102.2 -0.3
102.4 -0.1
102.2 -0.3
102.5 0.0
102.8 0.3
102.8 0.3 fiEl 22 DF 73
15 %y 102.5 +15% %825 b0 1T WE
102.8 0.3 +25%%MAHHD : 0
103.0 0.5
102.6 0.1
102.4 -0.1
102.4 -0.1
102.1 -0.4
50 rpm, 7K
il SUBRLA = S -
W —— —— v i A i
| PR | e owtiE%) | (%)
102.1 -0.8
103.3 0.4
103.2 0.3
103.3 0.4
101.3 -1.6
102.9 0.0 18 Dyt A:
15 %y 102.9 +15% %A 5 LD 1{ELT Biey
101.5 14 | 5% MABLO 0
104.1 1.2
102.3 -0.6
101.6 -1.3
104.9 2.0
103.8 0.9




EHXRRZF v Cagdmg [T A)V]

(KT 3 e 70 2 BUF OB D 7= b DEW)FRI R MR T A R4 > (CFpk 184 5 A 31
H A SRR I 783 ) | R O R E L D AR SRR A T A D —E
BEIZDOWT Rk 18 48 11 A 24 B FEEFEAFENR 1124004 5) IZHASE B F R
HF > Ca b dmg [7 AL KO Nm i 2mg (FEHERLA) DY H 2B O BRI & §FAf L
77

BRI 1k AASER T —kakBRik i etk o~ MLk

B BT R 0 900 mL i : 37+0.5°C

o] #i5 % 50 [Al#5, 100 [HlH#x

pH1.2 AARSER T i HeBReE 11K

pH3.0 | # 7= Mcllvaine #E i

B i — —
pH6.8 ARG BT 2 1K
7K HARZER K
[EIL e BRI HooE

) pH1.2
E 50 pH3.0
5 pH6.8 SRER L ZSPLNIZ T AR
e o EY 1% 15 53 LANIZ ) 85% UL FIEHT 5,

100 pH6.8

TREDEH AR K OGBS S 1 0 WA O BN IR L TV &fE S vz,
. W (n=12 ; mean*S.D.)

50 [Al45[pH1.2] 50 [A45[pH3.0]
120 ¢ 120
100 r 100 r ©
B L B L
W 80 W 80
= 60 = 60
% %
0 0
R I2RF UCaFEdmel 7 AL ) ——ERIIARF UCatEdmel 7 AL ]
2 f e 2t
o= )10 §E2mg —o— 1) 50 §2me
0 & L 3 0 ¢ L s
0 15 30 0 15 30
BB (%) BRI (5)




50 [AlfiZ[pH6.8] 50 [AlfiA[ 7K ]
120 ¢ 120
100 ° 100 ¢ :
s 2
80 | W80
X b
W 60 | g 60 T
0 0 r
-t %)% F Caffdmel 7 AL —- %)% F Cafidmel 7 AL )
0 7 —o-1))0 $2ne Qo - 1)/%0 $i2ns
0 & L i 0 & n )
0 15 30 0 15 30
LR (5) TALEER(5)

100 [Al#x[pH6.8]

120 ¢

100 ¢

80 r

60

(22 )% EE 3

40 r

20 r

—e-ERINARF CaFEdne 7 X)L ]

—o-1)/10 §i2me

15
LR (%)

30

. I HZEEENC BT DB BUBR B J R HERA o0 P29 = 0D bLi)

BN S ] TE FEE R R (%)
o o ) ol B
RB S e | wh | REesm | s | stsg
JiE | (rpm)
pH1.2 85%LL I 15 5y 96.5 98.2 SRy
) pH3.0 85%LL I 15 4y 99.6 102.6 Wa
N 50
/t pH6.8 85%LL I 15 5y 100.4 103.1 SRy
%
7K 85%LL 1 15 %y 101.2 103.3 B iey
100 pH6.8 85%LA |k 15 4y 104.2 102.2 bRy
(2) B IR

AARSKD G EIRL A RICED DN EZRNRALZ T vy AEOTERHEEICEA LT

WA ZENRER SN TN,

B 764 ForE EI[Evxe BRI HLE HE ] RS
fm/z/F; izf Ca 5 1 mg 50 rpm 7K 15 45 85%LL k.
;mZ}F; iif Ca it 2 mg 50 rpm 7K 15 53 85%LL I
e L amg | 50 0pm K 15 | ss%LlL




10. 8% - 2%

(1) FENDELGESR - SR NEI/RHRGRS - AEICET HI1FH

B9

(2) A%
<EANRZAF Cafigimg [7A)L1>
100 #£[10 & (PTP) X 10]
<EANRZAF Cafig2mg [7A)L1>
100 #£[10 & (PTP) X 10]
<EZNRAFU Cafgdmg 7 AI)L1>
100 ££[10 £& (PTP) X 10]

() FPlREE
LR

(4) REBDHE

PTP AL : MU E =V T p NV A+ T =T LAB TV = A48

PTP #14 X

10 $£>— b (mm)
EHNALZTF L CadE lmg [T AL 31X83
EHNAETF v CalE 2mg [ 7 AL | 31X83
B NALTF L Ca i dmg [T AL | 42X 98

M BRRE SN DIEME
Y L7g0

12. £ DAt
RSN




V. amkIcBY HIEB

1. THREX (XN
S LATO—/)LNE.REES 2 LA T O—)LIAE

2. MEEXFHRICEET HTE

5. MEENXFIHRICEET HEE

5.1 MHOFNC S BE A EM L. &= L AT 12—/ VIE, Fietkm 2 L A7 v — L IiE
ThHHZLaER LT ECAROEAZBET 52 L,

5.2 FiMEm a L AT u— LIIIED 5 b AR EHESRIZ OV T FRER A 7200 T 1R
Rt 2BV L SN BE DA, LDL-7 7 = L — 3 R D IRk oMb &
LCAAIOMHAAZEZETHZ &,

5.3 /NRICHEET BEAIT NEOFE IS 2 L AT 1 — VIUE O AR 45 72 ik & O
R ZFFOEMO b & COARFOFE G288 &l S 5 BFEIZ O TOREHZ B E
T52L,09.7.1, 9.7.2 ]

5.4 HMETITEIIREROBIEIZBEME LR TRV ERESNTVS Y Z L bk E 2 &
Wt 2 AR K G- OBEFIZONTIE Y A7 « X7 ¢ v N 2B E USRI E R
T 5 Z L 7k ENERIRERER IS oW TR ISR 2 AR 2, [9.7.1 2]

3. BiERUH=E

(1) AZERUVHEDHESR
<&3 L RX70O—/LIfE >
W ENCITE L ANAZF U AT A LTl ~2mg % 1 B 1EEOEET 5,
7B AR ERIC L VM EHER L. LDL-2 L AT v — UEDIE FRAR+4 e840 1%
HETEXOIN HAEEGEIT1H 4mg FTET5,

<FEEMEI L AT A—)LIE >

N EE R ANCIIE SRR F o AE LTI ~2mg 2 1 H 1 [EREA#KS
T2

REBER ERICE D EEHE L, LDL-2 L 27 15— VEOR T AR5 258120
HWECTEXOIN RAKGRIZL H4mg £ TET 5,

ANV aEE . 10 L EO/NRIZIZE X NZ X F o A E LT Img & 1 H 1R
#5325,

RBJERICE VEEHEE L, LDL-2 L A7 28— VEOK TR R+ 54 I EET
XONRAEGEIT1IH 2mg £ TET 5,



(%)

[HIN
$E 1mg $E 2mg $E 4mg
VAT u— )V ILE O O O
FEMEE = L AT 0 — L IE O O O
AN
$E 1mg $E 2mg $E 4mg
Bl AT o — )UIE — — —
FIEMEE = L AT 0 — L IfE O O —

(2) AR UVAEDRERZE -

AR L

4. RERUVAZICEET 5 EE

RHL

O AGRMIE - HEHY —  AFERL

7.1 JFbesE
A 2mg £ TET 5, £/ ik
%.09.3.2. 16.6.2 B]

7.2 AANTH G- (T REE) O RO

Amg |ZHEET DA

1. RBERUVAEICEET EE
Db DG T LI ARG ELZ 1 H Img & L g AEGEIT1
3. 1 H Img &5

m@&)éd‘

T DY T

ARIE B A EE RN RE T H D T,
21, CK BE&. 471 v R, TR K O S O RER D iz

JERTBRIERIER T2 2 & s NN G IR RBR 1238\ ) T 8mg DL _E O F 51 3R B0 AR IE
FOEEAERGORBICL Y PIEESNTWD, [11.1.1 ]

(1) B

5. ERERRAE

B4R

(2) BRPREZEIEEAER
MR L

(3) AERIGRRAR
AR L

(4) #REERIEER

1) BN EREEEAER

AR L

BRERT—2 /Ny —o




2) REMRER

ERNEAREHER (BA) (hEEH&E)

Eal ATFo—VIMERE (FEES 2 L AT e — VIERE 25T 25212 B
BNAZF TN LELT1HLEYER 2mg & 8 MK G%. 4 HEFOKK
AL ATu—/UEZEE L, 3% (1mg, 2mg, 4mg/H)ICHELF L, 52 B %
Tk G- LTz, A E DR G 310 flick VT a L A7 v —/L KT LDL-=
VAT a— VL4 POLEERIKTEZR L. ZO#%IT-27.2 ~-29.1% % (*-38.8
~~40.9% DHEiPH T 52 il F TREGEAIDN DL E LT HEB TR DLz (1A t RE
(0 # & DHER) p<0.001), BITEAIE 64/310 1 (20.6%) (278D BTz, H MR AER D
BIER X 22 511 (7.1%) (258 B L, ERERITER (&) 3 #1(1.0%)  BRIRTTHE, i
() T KLBEPE 35 . R MV IES 2 61 (0.6%) %5 T b - 7=, R (2 B4 5 BilE
FAUE 54 41 (17.4%) 1580 B, CK k5 15 i (4.8%) . 7-GTP L5-. fi% AST +
% 9H1(2.9%) % ThH -7 9,

ERNEHRSRER (RN (KEERE I LA T E8—/LILfE)
FlEEE a VAT B — VIJERZIC  EHXNAFF Uy gL ELTLH RS
% 2mg % 8 W G- L. # D% dmg [THARE L THRE 104 BRAHK S L=, B0k
DOHEFRR 36 FlICBWT al AT — L KO LDL-2 L AT a— LT 4l 5
BRETE2/RL,ZD%IT-30.6 ~—37.0% K (N-39.9 ~—49.5% D#[H CTHHpEA >
DLTE LT HEREDSFR D7z (—HEAR t BE (0 3 & O k#k) p<0.001) . BIVEMIL 4/36
B (11.1%) 1238 B ATz, BRAER O FEIWER X 2 61 (5.6%) (2789 & L AERITAT
JBOR (FHE 0 L O (K)) 80 (B AP 45 1451 (2.8%) T o 7o, BRI A EIZ
B2 EWERIE 2 151 (5.6%) IZRD LN WTHE T A R AT a U lidb Tho72 7,

(5) B - ImREAIGER

ERNE OHERARCMNE(REMEE I LA Ta—)L0E)

10 ~ 15 O FEEM R 2 VAT o — Ve (BIR) 2t X RNRZF vy
AL LTC1H 1REIRE Img i 2mg % 52 HB#E G Uz, A O e 5458 7
BllzBWT, LDL-2 L AT 0 —/LDOR—RA T A 2L Li-HKE 8 TN 12
T FREOE Y IR URIERIL AT OFE R, LDL-2 L AT a0 — VLR O/ F T
[95% 12 #8 X M 1% . 1mg # Tix-27.258 [-34.003,-20.513] % . 2mg ¥ C
1%-34.273 [-41.018,-27.528] %+ AER LDL- 2 L A7 0 — /LK TR LR L
(p<0.001) ., = DY FI 52 ## F THERF S 7=, BWERIZ. W I NOFRGRETHRD B

Hoi= 8,
(6) ;AR A

1) ERARERE (—RERAERE . REERARRAE . ERARELERRE)  BERT
BT —AR—AFE WERFTRERABROAS
[V.5.(6) 2) GRS & LTI TEDNA XTI L7-Fi# - BRI D HS R



) RRBEHLE L TERFEOABRXITERLIZAE - HBROME
NERFGRAETSE

BEFEAERAE MR REES I LA TO—)LMSE)

10 ~ 14 EOZEEMES 2 U AT v — ) VIIE B 2 X510 = 3 R 5 OFFE
i F SR AR A (R A) & 5206 L 7=, &2 45 f %amir 94 FZ BT P H-Rif
MO EEBIEKEECO LDL-2 L A7 g — VLR O Y + 1 % 7 7%
13-23.2+21.6% & HE R LDL-21 L A7 0 — R Fh R4 R L (— A t HE
p<0.001) . & DZhRAITHEZEITFRD DAL o T, BIVEFIE 7/99 B (7.1%) 123D &
o, B EIWER IXEER TR E, CK B4 2 41(2.0%) & ThH -7 9,

(7) =Dt
E N EERR AR (BN ) (BhREHE)
Eal A7 — VIIERE (FEEEa L 27— VIERE 2 &) 2 %t5 & LK
AR (CHESHRHEERBR LS C.EANRRZF UL T AL LTIH1IBEYER 1
~ 4mg % 8 ~ 104 #EH G- L 7= 862 Bl DEFH AR B T MLIH IR UERh B3R
b &5 S EKF Ok 2 L AT v — WK FH (X 28%, LDL-= L A7 0 —/ VK FRT
40%., NV 7 Ut Y FEFERITEE A7 150mg/dL BL EOJER]T 26%-@3@07‘:0 I
B o Cli B a L 27— R FRIZIEEEE & ORICEZRD S o 72, 8l
TEMIZ 197/886 1] (22.2%) 1278 8 B AL, EZ2RBIWEMILZy-GTP L5 47 #1(5.3%) . CK L
541 #1(4.6%) . ALT L5 32 %1(3.6%) . AST L5 28 1 (3.2%) % T~ 7= 19,



VI. ZE3hEB(CB Y 5IBH

1. REFMICEESH D ILEYMRITLEYE
HMG-CoA &t 4 [ % Al

TR BEEOH LM OREE - DRFIX BFOBEFIRL ST D &,

2. EBER

(1) YEFERML - YERER
EHNAZTFT AT a b AT a— )V AESROEEREFE CTh 5 HMG-CoA iEIelER Z it
BICPHET A2 L2k JfiEcoal 2 7o — A8 ERET 5, F 05 E o
LDL =5 AR DR BLMEHE L | Mg 75> & g~ LDL OV JAZEHEIZ K 0 ik =
VAT r— L ME T T %, £ MR TORHR R 2 L AT v — LERPREIZ LV i
~O VLDL 5338 LUisE R Y 70 &Y RBME T35,

(2) ENZEEM T HHRERAAE

1) LDL S BAFKREEEH
B R RZEF L F, e TR B SERG (HepG2 #11) (23T LDL 52 2K mRNA @
FELZEEE L, LDL OfEG & Y AL &, 7 78 B /3 fRE) 800 L7z 1212 (in vitro)
FROKGIZL Y AEKFNIC LDL 2/ ERORBEZEE Lz 9 (LT M),

2) VLDL 73 iMETF4ER
EANRAEF o OFAKEGICLY, VLDL-FU Z U+ FOSWITHEEIIKT L
W (ELEY R,

3) HMG-CoA 2t R EE/EH
EHANZAZTF AT Ty MFI 7oy — A2 HW=#BRICBW T, HMG-CoA i270
f R 2 5 PIAOICBEE U BREEH @ IC,, 1T 6.8nM Tdh - 7= ¥ (in vitro ),

4) ALATA—ILARKEEER
B X RAHF 0L, HepG2 Mifdz AWZRBRIZBW T, 2 L AT o — L E k& R
RTFEAICILE L2 W (n vitro) , £72 NG L72BA0 3 L AT o — LAk ILE
VERNIIR I BN TH 7= W (T v b)),

5) MITAEE IR T1EFA
EANAEZF L ORABEICLY e L 2TFe—L iERY 70 &) Ridh
EIETLEBW(EALEY b A X),

6) BB E &R UANIERE EHNH/E A
EHNAEF T L LDL 2 8M Lz~ 7 a7 7 — ¥ (= 7 AHER M) 12
BWTa L AT a— /L A7 )VOEFEZ M L7z Y (in vitro) . £7- 0512 X
D FHEREGE T T VI 1T D NBEIRE 2 A B AZH L7 10 (7 4%),

(3) {EFASETRERR - FAERS T
B L



VI EMEBEICET SEE

1. MAREDHRS

() BRLEBEVGCMPRE
MR L
(2) BRREAER CHER SN PIRE
1) BE&%E
RS ABME 6 Bl E X NAZF UL w hE LT 2mg & 2R L OEH%ICH
EiE ARG LTc & & ORE(CEOEYENEANT A —Z [ TRED LB ThHo712 17,
E S NRALTF AN I 2mg HIAlE OG- RFOSKMBIRE < T A — 5 (BEHERA T 1)

Tmax Cmax AUC
(hr) (ng/mL) (ng * hr/mL)
22 0.8+0.1 26.11+2.82 58.8+6.3
B 1.8+0.3 16.79+2.29 54.3+4.6

THIE AR HERASE (n=6)

2) R1EEE
R A BE6FIIC 1 H 1 EEIRBBEX NRZF UL T AL L Tadmg s TH

FISCERE A b LTz & & HRMENRE /R A — 2 ITIRED LB 0 EKR I L 54 H)
NS, Ty (T 11 R TH o 72 17,

EHNALF Ty b dmg RAERE A5G- O MBI RE N T A — & (FERERR A T 1)

Tmax Cmax Cmin AUC Ty
(hr) (ng/mL) (ng/mL) (ng * hr/mL) (hr)
f%‘b% 1.7+0.5 55.6+8.8 1.4+0.1 174+25 10.5+1.1
7%5% 1.1+0.2 59.5+9.1 2.2+0.4 221+32 11.6+0.6
R+ AR HERAE (n=6)
3) EMFEHIRF AR

B XN L F 2 Ca b 4mg [7 AV OEHEGRGERGCARPFELIT O IC4720 . &
HZNABF v Ca b 4mg 17 A/ | TAEERLA 2 R s 51 20 511 (1 B 10 f)

(CHERE D Fe G U M ORZALARRRE 2 RIE LT R EhRE ) & G o L
RSP 2 FRGIE L 72, 29



(14 81 FE S D AW F R S MERBR T A N T A 5D —FREIEIZ DU T CERE
18 4F 11 A 24 A ff SEERA T 1124004 2) JICHEL IEEMTICHBIT 5 2
BT | K2 O v 2t — N —3E% i,

OO 2103 HOABEMMZF TIHE L, 2BHO AR ZHE T E L
T I BH T LB T oMOREIIL 7 B & Lz,

BRI R LT 10 FERILL Eofe A Tl WT, 18ERICEZ R AR F U h
N R L TAmg BHTHEZARZF L CabEidmg [7 AN 15X
B T 1EETICE X RAZF U AN YT LE LT 2mg EAT 5 YU N0 bE 2mg 2
FEA 7K 150 mL & HZHER OG- LT,

Bt 4 WE & Tl el so L S E T,

FIWROEOIHE L ITEREOFR L BE% 15, 30, 454>, 1, 1.5,
B 1fn 1 2. 4. 6, 12 KON 30 Bt o 11 B & L7,
P ElX 1Eic>E 7TmL & L,

53 1% LC/MS/MS ¥

MR T A—F >

AUC 40 Cmax Tmax Ty
(ng * hr/mL) (ng/mL) (hr) (hr)

v Z N2 7 F o Ca biE

+ + + -+
dmg (7 AV 163.71+44.94 74.31+32.38 0.79£0.23 11.07£1.60

U /31 §E 2mg 163.20£46.05 72.27%£30.13 0.88%0.39 11.05*£1.73

(Mean=+S.D.,n=20)
S on-EYEEE T A —4 (AUC, Cmax) IZ 2T 90%E18 X [EEIC TREEHRENT
EAT o TG R, 10g(0.80)~ log(1.25) DFLPHIN Td V) | WAl 0 A=W =21 IR S5 A3 e 7
Sz,

AUC (0—30) Cmax
2 7 [ D el B A Ml oD 722 log(1.0081) log(1.0300)
90% f5FH X [H] 1og(0.9497)~ log(1.0700) 1log(0.8991)~ log(1.1798)
(ng/mL)
100
—e— U ¥ WA FF YCadtdmg[ 7 A V]
---0--- Y a3 §E2mg
l[,mu, 80 Mean=S. D, n=20
;I: 60
-,gé
1t 40
#
i3
g 20 §
0 [: ITHE| ; L S )
02 4 6 12 30 (i)
G- ke R



HLERE A ONE AUC, Cmax %0/ A — & 13 BB O3 RRIR OB EE -
Ef S5 D IRER AN L > TR D AREMER B D,

(3) s
LR L

(4) BE - ftREOEE

DEBEOEE

REACAR D IR BNRE I KT D B HO BT, Atk BB 5 CIIZe g R B nl 5 5.1t~
Tmax OIELE L Cmax DI FAA LN, BEEE & ZEERER S5 CTAUC IZKE 7
2RO LR o T2 17,
2) Y BRRY UERFOEYEIRE

R ABE6HIZ 1 H1IRIEX ANZAZF v AELT2mg % 6 HREKIE
BO#b L, 6 HHO®E 1EMANCY 7 0 AR Y > 2 mg/kg # HER AL Lz
EE EHNRNAEZF L OMETEEL Cmax T 6.6 5, AUC T 4.6 5l EH- Lz,
3) 74 77— FREXIGRBOEYENE

HMENERERR N 24 IIC 1 H 1 EIEZARREZF oA L T4ameg % 6 HIEX
wRROBELS L, SBEENL 7=/ 74 77— UIF L7 4 7 a P % T BIEOHHE
HlLletE 2R FUoOmMERREAUC)IE Y7 =/ 7477 — T 1267
AT 47BN T1LAFIC EH L 20,

2. EYMEERANS A —4

(1) R A%
P - L 2

(2) BRI EH
DR L

() HEERETER
0.063917+0.009561 (hr?)

@ HIUTFUR
R L

(5) HHETR
WAL L

(6) ZDith
M ER L



3. BEEGRE A L—a V)@

OF Ziver
AR L

(2) 135 A — 5 EHER
LR L

4. AR
R L

5. 9%

(1) 1% — R B P9 @ ad i
EER e L

(2) Mm% — e A& R PR 14
ZUERR L
<BE>
IR (Z » N TOJEFES R O A 5308k (1 mg/kg UL 1) 1238V TRl L5y
Wt O — BRI RBEMW DO IE TR BO bR TWD, 72 7 X TORE I 55
(0.3 mg/kg LL E) ICEBWTHREWI O T8O 5T 5, 7 v MMZo HMG-CoA =
LRI ER 2 KEE G LIS A IR R OB KA RN #E SN TWDH, BIZE M T
® HMG-CoA iZ eEEHE L EAI T 4T 8 » A £ CTORNCIRH L7z & & R RIER
End bbbzt OWMENRH D,

(3

~

FiA~D#ITH

BRI L

<BE Ty h>

W ER (T v ) THITHP~OBITHEHRE SN TV D,

(4) BB~ DB T
BB L

(5) Z DI~ DT
BB L

(6) MITELKEE
EHNAEZTFOMBEEAMERITE. e MIEL N 4% MjET7 /L7 22T 99.5
~ 99.6%. 0.06%t hal FEMHEEE T 94.3 ~ 94.9% THh o 7= 2V (in vitro ),



6. fX#

(1) RSB R U BHE R
BERER A BT B2 A2 F U2 B L & % MU TR LR R RS T
552 R ARRRD B ZOMORBL E LTI n S U BEFEE, 8 AR E
DFANCED bV, R TIARELE. T2 b oAk e Frs s b gk, 8 Rkl

EERZNODHREENPNT N OTNIEED i 2229,
<B¥E B>

EXNRALTF AL MNTT 7 b AR~OBRE AEHD B b, F /U U BROKERL KO
TN S HWNEZ T ) ALEEFEIC I VB SN B ® (T b U E A X),

Q) RBICEAETIBER(CYPE)DANFRE.FTEE
AFNIHFT 27 o — 24 P450 (CYP)IZL VITE A ERFH I (CYP2CO ThIMnic
RS d),
EHN2ZEZF L e NF 7 m Y — A& AW TEREERIC SO ThT 0 &, &
12 CYP2C9 12 L v 8 fiikfgfbik% 4 Uz 2V (in vitro) .
<BE>HEMHRER I 2 H e
In vitro X%k
B X NAHEF L CYP oy FROET VIEE I T 5 BHERER Tk, CYP2C9 OHEE D
M7 % I R, CYP3A4 OIEDT A R AT 1 ORFHIZE L IR o Tz 2120

Q) VEEENEDAERVZFDEE
MM ER L

(4) RBMOE O BRRUTEIL FFELE
MR L

7. it
fEFERABMES 6 Bl X NRNALF Ny LT 2mg, 4mg ZFHREROKE LT- &
Z SRR IR S R T 0.6% AT, 7 27 h AR T 1.3% AT, G5 TH 2% A Th
>72,
FIVBEERABE6 HllcE X NNAZF N Al L T4amg 2 1 H 118 7 HREKER
A& G L2 E REWIK KR DY 7 b ARO R PR EIZE S 7 [0 H o5 £ THn %
IRET HERT L& HITECHITED LT 17,
<BE B>
B X N2 LT DT DRI E PP TH 572 2 (T v b A X)),

8. I UARKR—E—IZBET BIER
In vitro &%
B HNRALF L DRFIE~DE O A HT =4 b7 o AR—4%— OATP1B1 2’5 L
TRV . v7arARY) 22w, VU AN 77 BT > TRV IABDBHES U
f: 27>O



0. BHHIZ &k HREE
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10.5EDEREZETHEE
(1) BrElEERSE
RSRERESE (M7 V7 F = BHUEE EIRD 1.5 LI E3EUT) 2 F T 5Ema L AT
— VIME R 6 il & BHEREN EFE em 2 L AT 0 — /VIERE 6 fllc B2 RRAZF o H
N AELT2mg % 1 H 1H 7 AMKEROELE Lz & & BHEREELRE ORS 7
A H o B HERE E 4 12 L Cmax T 1.71%, AUC T1.9f5%&2/RL71=%,
(2) FriREfEE RS
DHFEEERE
SMEFEZE B 12 B & ANE R 6 BllicE X N2 X F v AE LT
2mg & WA OG- Uiz & & iR 3@ Be s A\ L2 i L Child-Pugh grade A @
B Tl Cmax C 1.3 %, AUC T 1.6 f%. Child-Pugh grade B ® 2% TiX Cmax T
2.7f%, AUC T3.9f5%anRL71=2,
2) FFHEREfEE B E (AERART)
P RErEEEE RET) 6 Bl & IFHERE E R E 6 Bl 1 H 1 BIE X N ZF Iy
AL LT 2mg & 7T HERERO®KE Liz & & By ~DR BTV ho iz 30,
3 /MR
WNEZEEES VAT e — VIERE (B & THICEZ ARZEZF oL g hE LT
1mg Xi¥ 2mg % 1 A 1 [EFARFTNS 52 MHMER N &5 Lz, 8 MK X 12 HHIFICE
T o 1 K% O MEPREMRDIREITRERD LB Th o7 ¥,

INRFBEMER = VAT v— VIERFE (B ICBIT D EH AR EF A0 7 A 1mg X 2mg $5-
1 FRFfIER O i R AL IR B2

BeGE 5 1 e o M AE A ORZEA L AR E™ (ng/mL)
1mg 22.79+11.34
2mg 32.17+17.65
78) #6158 T ST 12 3 R E T AR R 2 (n=T)

(4) S E
Bl 6 Bl L IEEEE BHIC 1 H 1BIEX ANZAXF L7 AE LT 2mg & 5 HIH
MKERO#EG Lz & & MO YENRE T X — X IZEITRD o7 2,

1. ZDith
mMER L
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2.2 BEELIREEIIMEREDH S EE[9.3.1, 16.6.2 B[]

2.3 ¥ uARY rEEGFOBF[10.1, 16.7.1 ]

2.4 I SOTIEIRE L QW B aTRENE D & D Ml R O 3LIR (9.5, 9.6 2]
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5. EELGERMIE L ETNER

8. BEELEARMIE

8.1 HoMUOE I L AT n—/VIIJEBRED IR TH 5 BERIE LTV FIEIRES,
ELE « ML DRIMMEIIRBOY A7 77 7 X —OBE L+ 0EETHZ &,

8.2 FTHEREMA 285 BAMAIF X 0 12 £ TORMNIC 1 BILL L, E LI ERIRY (CE4EIC 1
[ 12175 2 &£.,[9.3.2, 11.1.4 &#]

8.3 #HH- MM AR M 2 E R L RIS 2 BIG A R O DR WG AT
Hahikdsz L,

6. RENERZAI VBEICHIT IR
(1) BHHE - BEEFOHLEE
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C BIRMEOMER YA ha 7 0 —5) XIZOFERO & 5 BE
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s TN a—LHEOL D EE

[11.1.1 &[]
9.1.2 EEMHENEXTIZTOBEEOHIEE

HE ) E (IR, 5 ) NEAL XTI T 5 2 b 5, [11.1.7 ]

(2) BHREEERE

(3)

(4)

(5)

9.2 BHEEEERE
9.2.1 BHEICAT SBKRREBICEENROONLESE

KRN 7 4 77— bRERE VAT 556 IIE 068K LSS0 a2 S0 S s d
GEORGHT 5 2 & B B HRE L A& 1 © BB RLARIE DS & & Do 3 0,
R E /TR T 256 11X ESRIC B e A S 4 550 U, B Ik (7 PR . it
F1E) O3 HL, CK EH R ORERF I A7 ey ERIFRNCmE s v 7 F=> b
HAEDBHEREDEAL 2RO - B A ITE b IR G2 5 2 £, [10.2, 11.1.1 ]
9.2.2 BEEEXIZTOBREREOHDEE

BEAUT FRARIE DA B D2 < DNEERERE 2 A3 2838 Th 0 | £ 7o BT e
> TR BHEBE D EAL B O 5T 5, [10.2, 11.1.1 &)

AFiRElEE B E

9.3 FFiaEfEERE

9.3.1 EELHEEXIEERENHIEE

TG LN L, 2D OBF TIEIARAI O MAEF RN EH U BIWEF O FBUEE A
M a2kzhnd s, £ FEEZBLIE2 82103 H 5, (2.2, 16.6.2 B3]
9.3.2 FEEXIIZDOHMEROHIESE

JFpEE 2 BL ST 2 BENNH D AFNT IS E < 9 L TERT 5, (7.1,
8.2, 11.1.4 &#]

HIEREE AT HFE
BRE S TN

bt

9.5 147

IR X ATAEHR LTV D Al RetE 0 & 2 ethicids 5 Laanw 2 L 8B (7 > b)) T
D JEPEH K OBz L1 #% 5588 (1 mg/kg LLE) (238U THBERT U 1544 0 — R
REMW OO HILTVD, 7o, U TOMRBE A 535 (0.3mg/kg LA
)V IZBWTRE O NBD N TWD, T v Mo HMG-CoA & tlz
EREREERG LIZGE IR IEOBETENREINLTWD, EIZE M T o
HMG-CoA & iR EAIC AR 3 » A £ CTORMICIRA Lz L & JRIRICHRYE
IR D LT L DHER D D, [2.4 ]
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9.6 RELIF
BE LW L BMER(T v b)) TP ~OBITARE SN TWND, [2.4 ]
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9.7.1 By OHELCHEE, CK EFICEE T2 2 & /N CITasEsh o B 05 B 53 L
MNIHRTREL RDHEERH O HEEND b TWVBZENRH 5, (5.3, 5.4
2]

9.7.2 EWIZTHWT 10 AT BB T 6 AR O/ 2 x5 & L= A ahitE &
O M2t & U2 BRI T 580 L Ty, [6.3 2]

(8) B#nE

9.8 SkE
BWERADNEER LA ET AR BT L2 L, —RICAEFMENMET LT
WD AR RIE N B DT W E DORENRH 5, [11.1.1 B ]

7. HEEA

10. #BEEH
AFENIFFF b7 a—2 P450 (CYP)IZ LI L A ERE SN2 (CYP2C9 ThdmiT
REtsns),

(1) tRES L ZDER

10.1 BtRZEZBALGWNI &)
A4 BEAREIR - H5 B 515 FEFF -+ falRlk -
v ARY R E SRR 2 O BRI | 7 v AR Y AT L0 KHFID
G AP INERD)| FRRMEAE S O EE /A EESL | Mg EEN A (Cmax6.6
(FrA—=F 1) PHBL LT W, 72 RmIEH | 5. AUC4.6 %) 9 5,
(2.3, 11.1.1, 16.7.1 Z] DOFBBEE NI T D BE
N 5D,
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7 4 77— bRIEH
NPT 4T T—h
I

[9.2.1, 11.1.1,

16.7.1 ]

=aF g

[9.2.2, 11.1.1 &M

AR R RE AL 2 BE O RERUT
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HY o2 L7 = kR
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e
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4252 ENEE LWV,
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T D AIREMED B D

Y2~V
[11.1.1, 16.7.1,
16.7.2 /]

SR B EREEY L & F O BT
FRIEDR B DN DBENDRH D,
HRER (7 PR L 0 J%) D FE B

FEFREEAN T K0 K O figi~ D Hi
DIABDBHEINDHTZDEEZ D
ns,

CK LA mArHFI A7 me
v EFWNZIEZ v T =2 b
HEOBHREOEAL 2RO =56
FELICRGERIET A &,

Vo7yrrevy PERIZ X W AD Cmax 7% 2.0 /i,
[16.7.1, 16.7.2 & AUC 28 1.3 f5i2 EF Lz & o
i N5,
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Beh a2 mIbT 57 PR AEEITO 2L,

1.1 EXGEEA

1111 &R ARAE (B AH)
PR B, CK B i R ORI A7 v v R 2R & 5 2 BT R
JEN & B, T o CTRBEREESEOERLRBERENHODONDLZ LD D
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11.1.3 RENEMEEN 2 A4/ 3F— BEARH)
WAL T CK il RIE & £ 72 W il il D 8258 ft HMG-CoA 3& Jr % 58
(HMGCR) SUiRBaMES 2 FF i & 2 R MAEMEENE S AR F = b bbb 2 L
WD, £lo  BET IR LR T 2 B0 HE SN THWDH DT BEDOREZ 71T
BT 5 2 L B SEMGIAIR G-I LV UER LN L OREBINH D,
11.1.4 FAHRElEE BE (W3 0.1%A50)
AST, ALT OF L\ EFFEZ D FHERERE SER H 5 DD Z 1 H 5D T,
TR T RER A T OIS 2 012175 2 L. [8.2, 9.3.2 &)
11.1.5 /g (BHERH)
MERREF OBIL 2 012175 Z &,
11.1.6 FEE AT % (SR H)
RIIPG- Tl - Th  FEEN Wk, IR IR, il X RS H 05580 B T35 B 134
G-k U B B E A VE A ORGFEOBMYIRLEZTT S Z &,
11.1.7 EEFHENE GHEAD)
FUE M E (IRFHH, ) NIIE TS5 2 &7 5, [9.1.2 B2 ]

Z Dt D EI1EFA

11.2 ZDthoEI1ER

0.1~ 2.0% 0.1%A i el NG
N KI5 T D U AE HLBE, 1M
BB MEVEAE
I = P N7 374 098 THAEA B SR N R
(R TR, NS M BRACRE,
WAL T
e AST k5. ALT kL5, y-GTP | v UAEL EH 2 =TT
5. LDH k5 —¥ L&, AL-P 5
g JEJR. BUN L5 ik 2 v7 5
H = k5
APy CK L5 g . i )7 g I /e L&
iR | UESE - BHER, LU D E WD ZHIE 0 R IRA AR
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P&, IR, B IROH 55
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13§ K _EF- Ll PRS- IRGESR
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T 1) FEEAE I TAGEINE E T ORRRFRER K O I BRI A IS 5 <,

1 2) SR E O RITBKAER O FTREMER & 5 O C BIE 2 H I TV BN U G2 ik
52 &,

9. RRBRERBRICRITTEZE
BRE STV

10.BERE
BRE STV

MBERLDEE

14, ERAELDIE
141 ZERIZFEEDTE
PTP t2EDHHIT PTP > — R bWV H L TIRIIT 2 L 55T 52 &, PTP v — |

DFAERIZ K0 BB AR 2N BB R~ U EIZIT L2 8 2 L CHERRIRI R FE DO ETE
RAEMHEZDFRT LI LD D,

12. 2 DHDEE

(1) BEEERRFEAIZE D < 15
aiéhfw@w

(2) FEBRIRFRBRICE D < FHIR

15.2 JRERPREAERIZE D <1k

A X OR% O HRER (3 mg/kg/ HUL E% 3 » AR, 1 mg/kg/HUL E% 12 » AfH) T

ANBEDORBLRBD TN D, 2B OB (T > b W ICBWTER® b
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A AFEERY (R - EREON I L VERT S L)
BHRNRSY + BB NRNAZF IV AkFY B

B #hEARd
34
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FEFSEHALA 0 U N EE Img - 8E 2mg + £ 4mg, Y 312 OD & 1mg + OD #E 2mg + OD £E
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FESES VN RARBF U TIGNAEF T NI DN TANRRETF T NI TN T
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8. WERFTARDFABRVARES EMEALRGEFRA B . RcHKERAR

- L IR FE KR R SRAMG FEHEN W 5e B bh
Eﬁ/u% ﬁiﬁ H 7%;:@7;?77‘ ﬂiﬂ 5] ﬁiﬁ H
ESNAZTCaliE | o015 8 15 15 0 | 22500AMX01704 | 20134 12 1 13 F | 2018 4 12 /1 13 [
lmg [7 AL
EXRAZTCalE | o015 8 19 15 0 | 22500AMX01705 | 20134 12 71 13 F | 2013 4 12 /1 13 [
2mg [ 7 AV
By AR5 T Ca b 201348 H 15 H | 22500AMX01706 | 20134 12 4 13 H | 2013412 H 13 A
dmg 7 AV
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MER O
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1mg [7 AL
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dmg [ 7 AV
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